Carcinoma of the bladder is the second most common urological cancer and 25% of the cases are muscle invasive in nature ([@r1],[@r2]). In order to get better outcomes in patients with muscle invasive bladder cancer (MIBC), neoadjuvant chemotherapy (NAC) based on platinum based regimes is used. Benefits of NAC are to lower the burden of micrometastatic disease, to investigate the chemosensitivity of the primary tumour, and also the enhanced likely tolerability of chemotherapy pre surgery ([@r3]-[@r5]). Radical cystectomy (RC) and bilateral pelvic lymphadenectomy has demonstrated to be the most appropriate treatment for MIBC ([@r6],[@r7]). Pathological stage and lymph node status are good prognostic indicators of long term clinical outcomes following surgery ([@r8]). Five-year survival in patients with MIBC ranges from 32% in lymph node positive disease to 75% in node negative disease ([@r9],[@r10]).

We congratulate the authors on producing this important paper that addresses the controversial role of a bladder sparing approach in complete responders to NAC. The rationale for a bladder sparing approach, using a combination of NAC and radical trans-urethral resection of bladder tumour (TURBT), is clear. The complexity of RC can result in significant patient morbidity and mortality, in addition to acceptance of a form of urinary diversion. In addition, the authors cite the results of the SWOG trial, where patients with T0 on final pathology had significantly improved overall survival compared to patients with residual disease, suggesting that these patients make up a subgroup of responders with a lower chance of recurrence ([@r11]).

The authors define complete clinical response (CCR) as the absence of tumour on post-chemotherapy TURBT, negative cytology and normal cross-sectional imaging. They note that there is conflicting evidence on whether cT0 status correlates with pT0 status. However, we have a number of concerns about a bladder sparing approach. A RC is still considered the gold standard for high-risk bladder cancer, including muscle invasive disease, high-grade non-muscle invasive disease and intra-vesical treatment failures. It provides local control by removing the bladder as a potential source for future metastatic deposits and future local recurrence. A RC is usually combined with an extended lymph node dissection, which provides both prognostic information and curative effect.

T0 patients are at risk of being under staged. The authors state that they used cross sectional imaging as their main technique for detection of nodal spread and systemic disease, combined with a rigorous follow up schedule. However, CT may not be accurate enough to detect all pathological nodal disease. Local staging may be more accurate with a combination of MRI with cystoscopy, rather than with cystoscopy, cytology and 'normal' follow-up imaging. This would be easier to implement in a prospective study as it is unlikely there would have been uniformity of follow up imaging in this retrospective study. PET CT may be a more accurate modality for occult metastatic nodal disease than CT or MRI staging alone ([@r12]).

In the study 48% of patients experienced an intra-vesical recurrence at a median of 21 months. Of these, 16 of 71 patients recurred with muscle invasive disease. In our view, this is an unacceptably high risk of recurrence, particularly in a cohort with predominantly low to moderate volume solitary T2 lesions with only 29% having concomitant CIS. The median time to recurrence was 5.4 months, which suggests a short disease-free period. However, in those patients who accepted salvage RC, it was successful in 85% of patients with an intra-vesical recurrence and the 5-year overall survival for the study cohort was 86%.

The success of local treatment may also be in part dependent on the radical nature of the TURBTs carried out prior to NAC. The authors note that almost 90% had more than 1 TURBT prior to NAC, which suggests that cT0 status may be related to a high quality, radical TURBT, rather than just to NAC.

A retrospective study that considered the risk of lymph node recurrence in T0 disease concluded that patients could be stratified into 2 groups of responders depending on their initial pathology. Those with advanced (T4 or node positive) disease had a significantly higher risk of lymph node recurrence despite clinical T0 disease after NAC ([@r13]). As they suggest, local, nodal or systemic under staging may serve as a potential source of disease recurrence. Whilst not applicable to all T0 patients, this reinforces a major concern with the bladder sparing approach. The authors suggest that because the 4 patients who died from extra-vesical recurrences did not have pelvic nodal disease, they would not have benefited from cystectomy. Again, however, in our view, this discounts the potential role of the intact bladder as a potential source of systemic disease.

We are concerned about the possibility of micro-metastatic disease and suggest that this may be due to a lack of local control with bladder sparing approaches. On the other hand, this is a different model of disease control to chemo-radiotherapy, where radiotherapy achieves a measure of local control.

The authors suggest careful selection of T0 patients is imperative, and that patients with hydronephrosis and higher stage disease should be excluded from bladder conservation. Lower clinical stage has also been confirmed as a predictor of pT0 disease in the literature ([@r14]).

This paper aims to provide a possible rationale for a bladder sparing approach in carefully selected patients with lower risk T2 disease who have a good response to NAC and TURBT. However, we have concerns about its application even in this relatively lower risk cohort. This includes the high recurrence rate, the time to recurrence, the methods used to class patients as cT0, and the possibility of the bladder remaining as a source of systemic disease. The low proportion of cT3 disease (1%), likely explains for the low event rate observed in this study, contributing to the inadequate power of the study to answer the primary study question. In 2006, Yu *et al.* published a series of 311 patients who had pT2 disease, with a 10-year recurrence free and overall survival rates of 72% and 47% respectively. This study also showed a higher risk of node positive disease in pT2b *vs.* pT2a tumors (30% *vs.* 14%, P\<0.001) ([@r7]). Mazza *et al.* have failed to show the distribution of the patients based on the pT2 status ([@r15]). This would have implications in the prognosis as pT2b tumors have high risk of node positive disease, which in turn also affects the prognosis ([@r16]).

Undoubtedly, several questions remain. What is the role of chemotherapy and surgery in pT2 MIBC? What parameters define a patient at high risk of recurrence? Are there any biomarkers, which can identify patients with high risk of recurrence? Is there any role for immunotherapy drugs in these patients? Although this paper addresses the question of conservative management of MIBC, the small sample size, lack of randomisation, retrospective study and non-inclusion of patients with high-risk features (pT3, node positive), makes it imperative to conduct further studies, which can address these questions, possible in an adequately powered prospective trial.

In our view, these concerns would preclude us from offering a bladder sparing approach to patients with T2 disease. The author's conclusions require a prospective randomized controlled trial comparing bladder sparing, after NAC, with RC in patients who have refused RC as a treatment option.

With the advent of novel targeted treatments and use of immune checkpoint inhibitors have a significant as yet unexplored potential in the NAC risk reducing setting. The development of biomarkers and improved gene profiling of tumors ([@r17]), appropriate personalised treatment will be the future in management of MIBC.
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